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ABSTRACT

Summary of the original article, ‘Efficacy of Tras-
tuzumab Deruxtecan in HER2-Expressing Solid
Tumors by Enrollment HER2 IHC Status: Post
Hoc Analysis of DESTINY-PanTumor02’. Trastu-
zumab deruxtecan (T-DXd) is an antibody-drug
conjugate, which is a chemotherapy with a linker
(deruxtecan) joined to an antibody (trastuzumab).
Trastuzumab binds to the human epidermal
growth factor receptor 2 (HER2) protein on can-
cer cells, where it releases the chemotherapy to
kill these cells. The DESTINY-PanTumor02 clinical
study tested the effectiveness of T-DXd for people
with various HER2-expressing cancers and the
safety of treatment. Previous results from DES-
TINY-PanTumor02 showed that T-DXd had anti-
tumor activity, and the greatest effects were seen
in people with the highest tumor level of HER2
[defined as immunohistochemistry (IHC) 3+]. In
this previous analysis, the HER2 expression was
measured at a central laboratory. In clinical prac-
tice, HER2 expression will likely be measured at a
local laboratory, so understanding whether T-DXd
has similar effects regardless of how HER2 expres-
sion is measured is important. Here, we looked at
the effects of T-DXd based on the HER2 test result
used to determine a person’s eligibility for the
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study, which could be measured using a local or
central laboratory. In people with IHC 3+ tumors
(where HER2 was measured at a local or central
laboratory), 51% had a decrease in the size or
number of tumors, according to established crite-
ria (referred to as an objective response), while, in
people with IHC 2+ tumors, 26% had an objective
response. Side effects with T-DXd were consist-
ent with previous studies. These results confirm
T-DXd has antitumor effects in HER2-expressing
cancers where the HER2 expression is measured
by a local or central laboratory.
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SUMMARY OF RESEARCH

This is a summary of the original article ‘Efficacy
of Trastuzumab Deruxtecan in HER2-Expressing
Solid Tumors by Enrollment HER2 IHC Status:
Post Hoc Analysis of DESTINY-PanTumor02’ [1]

(Fig. 1).
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Summary of Research: Efficacy of Trastuzumab Deruxtecan in
HER2-Expressing Solid Tumors by Enroliment HER2 IHC Status:
Post Hoc Analysis of DESTINY-PanTumor02

Trastuzumab binds to the human epidermal growth DESTINY-PanTumor02 is a clinical study that evaluated
factor receptor 2 (HER2) protein on cancer cells, T-DXd as a treatment for various cancer types with
where it releases the chemotherapy to kill these cells. higher-than-normal levels of HER2 (HER2-expressing)
that cannot be completely removed by surgery or have
spread from where they started despite previous treatments
HER2 expression levels can be measured at a central (defined as advanced cancer).
laboratory, which tests samples collected from people
treated at various hospitals, or a local laboratory, . .
which is within a hospital and tests samples only from The primary outcome was objective respon.se rate,. defined as the
people treated within that hospital. percentage of people who had a decrease in the size or number
of tumors after T-DXd treatment within a specified time period,

. .l L according to established criteria.
To standardize HER2 testing in a clinical study, a central

laboratory is often used to reassess results from a local .
laboratory; local laboratories are routinely used in real-world The main results of the study showed that 37% of people had an
settings outside of clinical studies. objective response to T-DXd.

©

In DESTINY-PanTumor02, the greatest T-DXd effects were previously reported for people whose tumors had the highest level of
HER?2 [defined as immunohistochemistry (IHC) 3+]; of the 75 people with HER2 IHC 3+ tumors, 61% had an objective response
to T-DXd. In this analysis, the HER2 expression was measured at a central laboratory.

This summary describes additional results from DESTINY- As HER2 expression will most likely be assessed at a
PanTumor02 showing the effects of T-DXd in people with high local laboratory in routine practice, it is important to
levels of HER2 (IHC 3+ and IHC 2+), based on the HER2 test show that T-DXd has similar effects in people regardless
result used to determine a person’s eligibility for the study, of whether their tumor HER2 expression is measured at a

which could be using a local or central laboratory. local or central laboratory.

HOW WAS THE STUDY CONDUCTED?

Adults included in this clinical study had: 267 people with cancer were
given T-DXd every

3 weeks
HER2-expressing (IHC 3+ or IHC 2+) cancer; the level of HER2 o,

had to be measured at a local laboratory, and if one was not /
available, then a central laboratory could be used. l

A small number of people with IHC 1+ tumors were also included in
the study; this was allowed if objective responses had been seen in

enough people with HER2 IHC 3+/IHC 2+ tumors. 40 40 40

people with people with people with
endometrial cancer cervical cancer ovarian cancer

At least one tumor that could not be completely removed by
surgery or had spread from where it started. '
o— Lo o

41 25

@

One of the following types of cancer: endometrial, cervical,

ovarian, bladder, biliary tract, or pancreatic; several other people with people with people with

cancers known to have HER2 expression were also included. bladder cancer biliary tract cancer |  pancreatic cancer
Previously received at least one line of cancer treatment, ‘#
or there were no suitable treatments available.
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Fig. 1 Efficacy of Trastuzumab Deruxtecan in HER2-Expressing Solid Tumors by Enrollment HER2 IHC Status: Post Hoc Analysis of DESTINY-PanTumor02
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WHAT ARE THE MAIN FINDINGS OF THIS STUDY?

At enroliment, of the 267 people included in the study: Where HER2 expression was measured by a local or
central laboratory:

people had tumor HER2 people people people
I I 202 expression levels measured by 1 1 had HER2 1 5 had HER2 had HER2
1

a local laboratory.

people had tumor HER2

expression measured by a
central laboratory.

In the 111 people with HER2 IHC 3+ tumors

) Irrespective of whether people Half of the
Among those with an

L ) had an objective response, the people were
0 objective response, the length 0 % 0 timepoint after starting T-DXd ° alive
of time that T-DXd stopped 78 imepol g

' treatment at which tumor growth 1 8
the cancer from growing or or spread, or death for any
had an spreading in half of these had tumors reason, had occurred in half of the months
objective people (median duration of that shrank or people (median progression-free after starting
response to response) was remained stable survival) was T-DXd treatment
T-DXd at 12 weeks (median overall
(12-week disease 1 0 survival)
control rate
) months -'\/L

In the 151 people with HER2 IHC 2+ tumors

i Irrespective of whether people Half of the
Among those with an

L ) had an objective response, the people were
© objective response, the length @) Z3 © timepoint after starting T-DXd (>) alive
of time that T-DXd stopped 60 P 9

. treatment at which tumor growth 1 2
the cancer f'.'om growing or spread, or death for any
had an or spreadlng_ in half of_these had tumors reason, had occurred in half of the months
objective people (median duration of that shrank or people (median progression-free after starting
response to response) was remained stable survival) was T-DXd treatment
T-DXd at 12 weeks (median overall
(12-week disease survival)
control rate) M‘
Ne—

In the 5 people with HER2 IHC 1+ tum

(all cervical cancer)

« As previously reported, 85% of all people in the study had at least one
T-DXd-related side effect; the most common T-DXd-related side effects were
nausea (55%), anemia (28%), diarrhea (26%), vomiting (25%), and fatigue (25%)

o . : g )
40 Yo had an objective response to T-DXd ;T,ﬁ;?;ﬁgicsts were as expected for T-DXd based on results from previous

RE THE IMPLICATIONS OF THIS STUDY?

T-DXd has shown antitumor effects in people with HER2 IHC 3+ and IHC 2+ tumors (where the
HER2 level is measured either in a local or central laboratory).

Showing that T-DXd works in tumors where the HER2 expression is measured at either a local or a central
laboratory is important because outside of clinical studies, HER2 testing of tumor samples will often be
performed at a local laboratory.

This analysis further supports T-DXd as a potential treatment option for people with HER2-expressing
(IHC 3+) solid tumors who have received prior systemic treatment.
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